The molecular features of verapamil that promote myocardial enzyme leakage.
The effects of verapamil (Vp) and four Vp derivatives on myocardial enzyme leakage were compared. Norverapamil (N-demethylated; D591) and acyano-Vp (the nitrile-substituted H-derivative; Sz65) produced leakage comparable to and greater than that of verapamil, respectively. In contrast, the derivative with hydroxyl substitution of all four methoxy groups (D573) and the quaternary amine salt derivative (D575) were inert. These data indicate that both lipid solubility and an ionizable amine were critical to the membrane disruptive effect of verpamil.